Primary lymphoma of the gastrointestinal tract is the most frequent non-Hodgkin's lymphoma arising from extranodal sites,' and accounts for 30% or more of all primary extranodal lymphomas. 23 Lymphomas arising from mucosaassociated lymphoid tissue (MALT) may constitute, as recently suggested, a distinct clinicopathological entity. 4 These are low grade lymphomas that run a rather indolent course, depending on their location.5 Pain, weight loss, and bleeding are the chief presenting symptoms and signs in patients with gastric lymphomas. 6 Transformation of a low grade into a high grade form has been suggested by immunohistochemical studies comparing MALT lymphomas of small cell type (centrocyte like) with the more prevalent large B cell gastric lymphomas. 7 Nodal and extranodal lymphomas may occur in a familial form associated with clinical or laboratory immunodeficiency89 but they have seldom been reported in families devoid of obvious immunodeficiencies.'0 We describe the case histories and laboratory and immunopathological findings in a father and two of his four daughters who presented with primary gastric lymphomas.
Methods

PATIENTS
Members of the second generation of this family (II in Fig 1) necrotic ulcer (7 cm showed thickening of the residual gastric wall and biopsy specimens were positive for a low grade diffuse centrocytic lymphoma. The patient underwent surgical resection of the remaining segment of the stomach and exploration of the peritoneal cavity. Lymphoma had extended to the hilus of the spleen and to lymph nodes along the lesser curvature. The histology again showed a low grade diffuse centrocytic lymphoma of B cell origin, as confirmed by immunohistological staining (Figs 3A and B (Fig 4) . This patient is presently doing well and has not shown any signs of tumour recurrence as judged by endoscopy at follow up.
Clinical and laboratory data, delayed hypersensitivity tests, and in vitro stimulation assays (Table II) did not show any signs of immunodeficiency in this family, even though we cannot exclude the presence of undetected immunodeficiency. Subject I-1 was of Italian origin and his wife I-2 was Swiss, from the rural area where this family settled. No consanguinity can therefore be suspected in this family. From the information gathered no other pattern of lymphoma expression or other cancer occurred in the siblings and progeny of subject I-1. PCR analysis failed to show rearrangement of the bcl-2 protooncogene in both patients I-I and II-4). On the other hand, specific primers for Epstein-Barr virus identified viral DNA in biopsy tissue from subject I-1 after 60 cycles of amplification. The presence of the Epstein-Barr virus genome in the tumour tissue of subject I-I is not entirely surprising. Indeed, at the end of his illness, the patient was-severely immunocompromised as a consequence of both the evolution of the lymphoproliferative disease and the steroid treatment given to relieve increased intracranial pressure. Under these conditions defective cellular immunity may not be competent to keep Epstein-Barr virus infected B cells under tight control. In this context the viral genome may be regarded as a reporter index of the integrity of the cellular immunity.
Discussion
We cannot for the moment conclude whether the development of gastric lymphoma in these three members of a single family represents an hereditary or an acquired form of neoplasm. However, this family, affected by primary gastric lymphoma of B cell origin with no evidence of immunodeficiency, is to our knowledge the first of this type. If additional gastric lymphomas should occur in other members, who are being observed carefully and regularly, it would strongly suggest that an hereditary component is present in the development of lymphomatous tumour. The sisters of female patients who formerly presented with gastric ulcers, deserve special attention and regular screening for potential gastrointestinal neoplasia.
